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(54)TitIe: SKIN NORMALIZING AGENTS 



(57) Abstract 

Skin normalizing agents containing compounds represented by 
general formula (1), wherein each symbol is as defined in the specification. 
The above active ingredients are exemplified by L-arginine and 
ethanolamine. These ingredients are available either as synthetic products or 
natural matters. It is preferable to use materials containing L-arginine and/or 
ethanolamine obtained from rice as natural substances. These agents are 
remarkably efficacious as preventives/remedies for atopic dermatitis and 
skin humectants. 
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nm7k%finz--c&m% i oo.o ogit^o 



2 - T i J - 2 - t K o + •> y f - ;V - 1 . 3-:/p 

;l/ (HX4k¥#3£ttlt) l. o o g 

9 5%i^;-^ 2. OOmL 

/n° -5 a; > 0. 1 8 g 

ll^Il/'>f > 0. 0 5 g 



18 (y;i/7FPt'J>i 

y^TFut'jy ^fx^^i±i) l. o o g 

9 5%x^;-ib 2. OOrnL 

/n° -5 a; > 0. 1 8 g 

ffiM^fi l/>>f > 0. 0 5 g 
^M7X^to^.T^*^ 1 0 0. 0 0 g ttS. 



19 (7x^f*7;>l %#*68iJ3!) 

7i^;b7^ (ilftft^^ttl) 1. 0 0 g 

9 5%i^-;l/ 2. OOmL 

^° 5 a; y 0. 1 8 g 

iH^su^f > 0. 0 5 g 
mM7X^to^.T^»^ 1 0 0. 0 0 gt-t&o 



££012 0 (xf U>^7;yi%^^JI) 
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ifv>i?7 ^ y (t^Hfx^^M) l. o o g 

9 5%x^;-;l/ 2. OOmL 

K> 0. 1 8 g 

ftSSJ^H l/i/f-y 0. 0 5 g 
mWkZlMZ-X'km* 1 0 0. 0 0 g tt So 



21 * y > i 

*7 'J > O * 5 >f X X ? flcSS 1. 0 0 g 

9 5%x^;-jl/ 2. OOmL 

/n° 5 0. 1 8 g 

ffiM*a.u o. o 5 g 



2 2 (* x 7 r f- * J -;i/T ^ > l %#M#J§0 

1. 0 0 g 

9 5%x^;-;l/ 2. 0 0 mL 

a'7^> 0. 1 8 g 

ft^^fi U y 0. 0 5 g 

m%kik*lM*-X±m*: 1 0 0. 0 0 g tt So 



23 (N - (2-tFo + ->xf;l/) 7th7; K 1 
N — (2-h Fn + ->if-;b) 7-t?h7$ K 

(H*Nt¥*5$£tttl) l. o o g 

9 5%i^-yV 2. OOmL 

/< 5 'O 0. 1 8 g 
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nu±a. uy?y o. o 5 g 



24 - of*7$;)i^;-*i 

2 - (yf;i/T;;) y - (W)Mb3*#a;£*t») 

1. 0 0 g 

95%x^y-;l/ 2. 0 OmL 

/< k y 0. 1 8 g 

»i^fl^>f> 0. 0 5 g 



25 (2-7-'j;i^;-;n%ftt^Ji) 

2 - 7 - u j x.9 j-b (HJK4t¥*3&*ts) i. o o g 

95%x^y-;l/ 2. 0 OmL 

/n° ^ ^ y 0. 1 8 g 

U*>^> 0. 0 5 g 



2 6 (2 - C< y V )\s7 X J ) y - ;H %%.®&M%L) 
2 - (/<>^;l/T ^ y ) x* y - ;u (ili^H^^tti) 

1. 0 0 g 

9 5%x?y-;l/ 2. OOmL 

/\° ? Ky 0. 1 8 g 

ffim*a.uy? y o. o 5 g 

ftWkZmz-Tikm* 1 0 0. 0 0 g ft 6o 



27 (3-7;;-l-^o^V-/H 
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l. o o g 

95%^^7-^ 2. OOmL 

/*^Ky 0. 1 8 g 

fitHJ^S U ->f" > 0. 0 5 g 

)ft^7K^ttl^T^:*^ 1 0 0. 0 0 g i-T^o 



28 ( 2 -T ^ J - 1 -^^ y -;n %##fc#]M) 

1. 0 0 g 

9 5%x^/-;P 2. OOmL 

/< 7 ^ > 0. 1 8 g 

ilAa 1/ ->f- > 0. 0 5 g 

mm7k*lja?Lr&m%: i o o. o o g tt5o 



2 9 (7° h 1/ * •> y 1 %#*fc£ij§!0 
y h ;y v/ > (Si gma Chemi ca 1*±SS[) 

1. 0 0 g 

9 5%x^-/I^ 2. OOmL 

yN° 5 ^ y 0. 1 8 g 

ll^fil/^V 0. 0 5 g 



3 0 (DL-en/^^;>»l«#ttffJI) 

D L - t'o ^ (J&Kitf&XMW^&ttW 1. 0 0 g 

9 5%x^y-;l/ 2. OOmL 

/< 5 ^ V 0. 1 8 g 
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u-i/ f- y 0. 0 5 g 

3 1 ( M >/ -;U7 $ > 1 ***ftjWffl) 

MJx^y-;l/7$> ( = #«£Eft^1*^^tt») 1. 0 0 g 

QS^Ji^y-^U 2. OOmL 

s<? K> 0. 1 8 g 

nUKa. is is? > 0. 0 5 g 
mUTk&lBZ-Xikm* 1 0 0. 0 0 g t ts. 

^Sfe^J 3 2 (L-7^¥- >0. 0 3 

1 kg&ffl&fflt J: 0 L/c 0 C tUC* 3 0 0 0 mL&tfa 
-7;7-ifUg, ^Df7-* 8 g, ^yf^-*8g4» 

LT2 OVt-Cftlft®., BftZMZft^. ZOZmtz* 

mUa LpH^3.3^IHfco C tl ^^tty o f T — "if 8 g , 

Btt*Ml/*K* «>^y tf-V-M 8 g £M U 5 5 °CT 1 0 B#HIR 

$ -it o 

<£©|£7 0°C(C][jQMLs #i|)&6>i£frV^ 3 5 4 mg/L© 
L - 7;l/*~ 2 7 0 0mL£*#fc o 



3 3 (L-7;l/^->0. 0 3 %#W1-£#M$l + #*fe&J 
M) 

3 2 (^^bOL-7;^->0. 0 3%tttS) 

9 0. 0 0 mL 

9 5%i^;-;l/ 2. OOmL 
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/\' 5 ^ y 0. 1 8 g 

U ->f- > 0. 0 5 g 

M7R£;!jn*-T:£»£ i o o. o o g tt &o 



3 4 ( 2 - ^ \> * : y 3.? )V7 I y \ % + L - 7 to ¥ - y 
0. 0 3 Xttt4*«««'+#«ai) 

3 2 (J(e^t)0L-7;^->O.O 3%tft§) 

9 0. 0 0 mL 

2-^ h + >>xf;V7;> (^glkliltltt^aS?) 

0. 9 0 g 

9 5%i^7-^ 2. 0 0 mL 

/* ^ ^ y 0. 1 8 g 

ftl^s u i/f- y o. 0 5 g 

^Wl^Imk-X^Wl* lflOJflgtt^o 



3 5 (0-*X^'J;H^;-;i/7; > 1 

- > o. o 3 %#W^£*f3S^ + #*fcftJM) 

9 0. 0 0 mL 

0. 9 0 g 

9 5%x^y-/i/ 2. 0 0 mL 

/•? 5 ^ > 0. 1 8 g 

*»$!i*ML->^> 0. 0 5 g 

mm7k*i]Q?LX<km& i o o. o ogtt^o 

^Jfe^J 3 6 (2-xf^7Wi^y-;H%+L-7;^-> 

o. o 3 &xmmv!) + t£®.%m) 



WO 99/45900 



PCT/JP99/01161 



-33- 

3 2 (^^^©L-Jy^-VO. 0 3%^ftS) 

9 0. 0 0 mL 

o. 9 o g 

9 5 2. 0 0 mL 

y Ky 0. 1 8 g 

mm*a. u->f > o. o 5 g 



3 7 (yi^;-;i/7;>ix+L-7;^->o. 0 3% 

3 2 (^^bOL-7;l/^-V0.0 3%tft5) 

9 0. 0 0 mL 

y — ji/T i y ( = o. 9 o g 

9 5%x^;-;l/ 2. 0 0 mL 

/n°5 *y o. l 8 g 

uis?> o. o 5 g 



3 8 (2-^yf;i/7Ui^;-;n% + L- 7;i/4 i - 

3 2 (*^bOL-7;l/^->0.0 3%tft§) 

9 0. 0 0 mL 

2 - V* ?Jl<7 I J J -)\> (H$4b5*tt3&tt&) 

0. 9 0 g 

9 5%x^y-^ 2. 0 0 mL 

/•? y < > 0. 1 8 g 
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||^fl^>f> 0. 0 5 g 

39 (3 'J > 1 % + L-7/^->0. 0 3 %ttt^*l 

3 2 (*^bOL-7^^->0J3Xttt.5) 

9 0. 0 0 mL 

3 y > (^*7 5 *f X* 0. 9 0 g 

9 5%x^y-;l/ 2. 0 0 mL 

-5 ^ y 0. 1 8 g 

ii^au>>f > 0. 0 5 g 



4 0 (2-7$;-2-hh'D*S/>f^-l, 3-7"p 
/<>i?*-Jl \ X + L- TJbf-X). 0 3%^WT 

3 2 (#^&©L-7^->0J3Xttti) 

9 0. 0 0 mL 

2-7^7-2-t Kd*«>^^-1, 3 - :/ p '< > S> * - A' 

(iSibfftS^ai) 0. 9 0 g 

95%i^y~;U 2. 0 0 mL 

5 ^> 0. 1 8 g 

u > o. o 5 g 

HUllTkfcin&T^;** l o o. o o g its. 



HJfeflJ 4 1 (J)VT F 1/ t 'J > I % + L - 7 J\s¥- y 0. 0 3 
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3 2 (Tfc^bOL-T^-X). 0 3 

9 0. 0 0 mL 

J JV7 K ]/+ y > ^fX^^ttl) 0. 9 0 g 

95%^^y-yl/ 2. 0 0 mL 

/-? 5 O 0. 1 8 g 

li^fl^>f> 0. 0 5 g 

»SI[7K£iin*.T£*& lflOJOgit^o 



4 2 (7x*^;l/7S > I % + L-7 0. 0 3 % # 

**«#lliHto + ¥*fi«a!) 
3 2 (*^b©L-7;^->0. 0 3X^tt5) 

9 0. 0 0 mL 

7i*W5> (HJK^b^flcS^ttiS!) 0. 9 0 g 

95%x^y-;l/ 2. 0 0 mL 

/< 5 ^ > 0. 1 8 g 

Itt^M 1/ V 0. 0 5 g 

■MM 4 3 (xf l/y<?7;>l^+L - 7;l^- > 0. 0 3 

HJfe^J 3 2 (*^b©L-7;^->0. 0 3%tftS) 

9 0. 0 0 mL 

xf l/>-;7;> (t*70X ? ftS^ttS!) 0. 9 0 g 

95%x^y-;l/ 2. 0 0 mL 

>< 5 > 0. 1 8 g 

^M^a i/«>f v o. o 5 g 
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44 u y 1 K+L -771/4=- >0. 0 3 %^Wf£# 

IISt'fc + ¥tt*IS) 
^Jfe0]3 2 (*^b©L-7;l/^->0. 0 3 %tWt5) 

9 0. 0 0 mL 

y > (^rt^xx^fca^ttisi) o. 9 o g 

9 5%i^-^ 2. 0 0 mL 

/n° 5 > 0. 1 8 g 

ii^SL/ *>f- > 0. 0 5 g 



4 5 (^X7 7 f^i^^-^T^1%+L-7;K 

3 2 (*A>^OL-7;l/f->0.0 3«^ft5) 

9 0. 0 0 mL 

0. 9 0 g 

95%x^y-;i/ 2. 0 0 mL 

/•? ^ a; y 0. 1 8 g 

ffiUl^a vy^y o. o 5 g 

ffi^7K^*PX.T^»^l 0 0. 0 0 g if So 



fflgfti 4 6 (N- ( 2 - t K D 4- •> x f- K 1 % + 

L -t;1/^x>o. o 3 x##-r S#nmfc + #»ftH 

9 0. 0 0 mL 
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N - (2-tFn + «>if;I/) 7 -tr h 7 ^ K 



0. 9 0 g 



9 5 % x 9 J - )\s 



2. 0 0 mL 



0. 1 8 g 



o. o 5 g 



«is?7K^ijn^T^»<& l o o. o o g tt^o 

^Sfe^J 4 7 (2 - (^^;i/T^y) x^y-;i/i%+L-7;i/^ 
-vfl.0 3 S*M8«f + *tt*f&) 

^Jfe^J 3 2 (*^b©L-7;^-> 0, 0 3 

9 0. 0 0 mL 

2 - ^;i/T =• y ) (§9JfUfc^ft3;£*±£$!) 

0. 9 0 g 

95%x^y-;l/ 2. 0 0 mL 

/n° ^ a; y 0. 1 8 g 

ii^I U">f- > 0. 0 5 g 

*tl!!7R£j!jD;iT£»£ 1 0 0. 0 0 g t tZo 

^mm 4 8(2-7-'jyi^y-;nx+L - 7;^- v 0. 0 3 

^Jfe#j3 2 »&0L-7^^i>aO 3X^tti) 

9 0. 0 0 mL 

2 - Tx ij J jl? J -n, (W)Mk¥tt34ttS) 0. 9 0 g 

95%x?y-;l/ 2. 0 0 mL 

5 0. 1 8 g 

U > 0. 0 5 g 
3»^7K^ilO^T^:»^ 1 0 0. 0 0 g tt 60 
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4 9 (2 - (Ky'JjVTiJ) 3.9 J -fr \ %+L-7 to 

y o. o 3 %^^t^>^mmm+^nm) 
mnm 3 2 (^bOL-r^-yo. 0 3 

9 0. 0 0 DlL 

0. 9 0 g 

9 5%x^y-il/ 2. OOmL 

/< 5 ^ > 0. 1 8 g 

ttfi^HUff-V 0. 0 5 g 

m^7K^5!JQX.T^:a^ lOOJOgit^o 



5 0 (3-7;;-l-yo'V-/HX+L-7i^- 
> 0. 0 3 ^^^$S!^I + #^^JM) 

3 2 (^A^OL-T/P^-yOJ 3«tftS) 

9 0. 0 0 mL 

3 - 7 ; 7 - 1 — -? v J — )]/ (MMil¥Wi£,&tt®) 

0. 9 0 g 

95%x^y-;l/ 2. OOmL 

5 a; y 0. 1 8 g 

mm-ka.^ y^-> 0. 0 5 g 

3jtl^7K^iQX.T^:»^l 0 0. 0 Ogit^o 



51 ( 2 -r s J - 1 -7* y -;n % + L -7;i>*- > 

0. 0 3 + 

3 2 (^^bOL-7/^->0. 0 3%^Wt5) 

9 0. 0 0 mL 
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(t^OX^S^tti) 0. 9 0 g 

95%x^y~;l/ 2. OOmL 

/<? 0. 1 8 g 

m^a. Ui/?> 0. 0 5 g 



52 C/ h U v i/ > 1 % + L - 7/1/^- > 0. 0 3 

3 2 (*HOL-7/^->0J 3«^rtf4) 

9 0. 0 0 jiL 

yi>Vr>> (S i gma Ch em i c a lttl) 0, 9 0 g 

9 5 % i ^ J - )V 2. 0 0 mL 

/n° 5 O 0. 1 8 g 

mm^a.i' i/? y 0. 0 5 g 
^M7K^*n^.T^:»^ 1 0 0. 0 0 g tt So 



5 3(DL- t'D/;H ^ > $? 1 %+L-7 Jl*r-> 0. 0 3 

9 0. 0 0 mL 

DL-eo^^ ^ o. 9 o g 

9 5%x^;-/l/ 2. OOmL 

/< 5 > 0. 1 8 g 

V 0. 0 5 g 
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54 ( h U x* J -JVT i y 1 %+ L -T;l/^->0. 0 3 

9 0. 0 0 mL 

h'jx^y -;ur ^ y ( = #*£Eft*«cS:^tt«) o. 9 o g 

9 5%i^;-^ 2 - 0 0 mL 

yN° 5 /<> 0. 1 8 g 

mm* a. y y*y o. o 5 g 



9 5 % x ^ y - ;l/ 2. 0 0 mL 

/n° 5 ^ y 0. 1 8 g 

*»§S!*5l''>f- V 0. 0 5 g 
*»$!!7R£#0;tT:£»£ 1 0 0. 0 0 git^o 

it^^J 2 ( t r;i/n >^ + #M^JM) 

kr;m h'Jf a i. o o g 

9 5%x^;-;l/ 2. 0 0 mL 

y\° 5 y 0. 1 8 g 

*tS!i*a> > o. o 5 g 

ltl!!**iin*.T£*£ lOOJOgit^o 



te3fr£fcU l - r;i/^x x? j -j\,r i y&nT*bm& 
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tu gjfcfll 1 1 ~^M3 l (BIT r^#j ti^o ) icL-7 

m<Dijfr'&%± *o bftmmm&tfn ^ en 2 7 3 1 
1 0 



* "5 — 



7 h t°-&|» 4 £ 

2 <Dt*ifcgE§ chilli 

4 (l -r^^-> 1 %%.®.mm) 

6 (L-T/^->0. 2% + x^7-;l'7; >0. 0 2% 
Jfe^J l l ( 2 - / h * *>Ji^;l/7 ^ y 1 %i£#&£iJM) 

14 (i?x* y -;i/7 s v i %^mm) 

16 o u y 1 %#M^JM) 
JfetfU 7 (2-7;;-2-tFn + i/>f/l/-l, 3-7 

18 (MTKUt'J^l %#&£iJM) 
3 4 (2-^ K«>if/l'7^1%+L-7/V^-> 

0. 0 3 aiW+M^JI) 
3 7 (i?x^-;l/7;>l^+L-7;K->0. 0 3 

39 (3iJ>lX+L-7/V^->0.0 3X^ft5* 
a m -u m sal ^ ) 
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mMM4 0 (2-7^-2-hFo + >>^/l/-l, 3-7 
p > v> * - ;l/ 1 % + L - 7 /I/ ^ - ^ 0. 0 3 %$ 

MMW 4 1 (7/1/7 KUt 'J > 1 %+L-7/l/4 i ->0. 0 3 % 

4 ) N x^;-/i/7; y^n ammm 5 ) tfc±#ts^\ mm 
mums i~%nmA 1 (j^t rHff#j t^oo ) (is *ne 

tlx l i~*jfcfl8 (J^T r^#j a^o ) icL-7^ 

^-y 0. 0 3 %<kfit 2>Xmm®*M&Ltzb<DT*&2>it)<. M# 

a'^-:7F tf-ftJ» 4 « 

f*lfc;S?£ : '<* 5 -©iJWrtfiiaPtt (#J 0. 3 x 0. 3 cm) IC&K 

u 6 0 1 .2 0 ft®.<Dm%&7k#m%mzm 
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(2) &g 2 o °c\ 5 o %©MMg-e#ifcSP&&fflrm u 

(3) transepidermal water loss- i^^&'&TkSr^ 
(i^TTEWL) ^l^HHtti (TEWAMET 

ER T M 2 1 0 ©Rt«tt©7 , P-:/&#iaSB&tcSi6fci!§ 

E WL ( g/m 2 • h) t Ltit$ ft*) o 

TEWAMETER TM2 10 (B*J-- nf y ^S^it) 
TEWAMETERV7 h Ver. 1. 1 C B - n f «v * &5$£ 

Ktt : tt&tii i o -vm^tzuntnu 

^aSWOttft^Jfe*?? - 5i®7 h t: - & It {£ £ ^ T ti . £J»'< 

*<d&?K7 v v-foj$iz*mw<Dnn & Ammmttt z c tic 

HJfe^J3 4~^Jfe0]4 1 (J£JT rgu^j ii^o ) (i. *tt** 
ti^ ^Ifefl l l~f£Ml 8 (&T r^#j il^o ) ICL-7 

EI) o 
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: * v h 6 E 

(1) ^ # X ^" X h-i-4 : -X<tTv i jL>'^> F^I^U 

(2) ^f^^^^> **** htiKtf&gi^ ufctu ^nm^fp 

(3) ftnmfisMtt k So 

(4) H^^aittlC^^X^X hx^rX^i^tSo 

(5) (#bl-5HlS, &*R££*i|5£-r So 

0 : RjS&f L 

1 : mm<Dfc.m 

2 : *pm&®U$5. 

3 : 

4 : #M£#-9®&©*ISS 

gust* 55 cnnm 3 * 4 o % itz^mm) 

%M 3 (#^&CD L -7*^- V 0. 2 % t 3-9 J i > 

0. 0 2 4 0. 0 0 dL 

95%x^y-;l/ 2. OOmL 
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j< =5 <y 0. 1 8 g 

ffiS^H ^ S'f" V 0. 0 5 g 

Jfc«« 1 (#««S) 

x^x bJift^x^i&^i (^eyu^ >y h ) for^^-S 

X^X hft%j&&0^tDSfttttt«tt 5 Blfflfc:brt:$«l«!l3ftfco 
C©<fc id, *%W<DUm*m$itZ> C <h lc J; U 7- 

l3gafll 1 3 

ft "3 /Co 

: 7 h tT-tt&JUfcA* 1 2 « 

1 B 2 0 (« • . £tfc*l 8 % Jfcgfl 5 *^*»J©*tt»C# 
Wfli^g : 



WO 99/45900 



PCT/JP99/01161 



-46- 



(D mm 

3 fitt^KflCOtttt 
2 fijR 18 

i Its 

(D 4 ©PgT-fpfli Ls ***Wfc teteffl 38 IH + t It* 

mMM 8 (^M 3 + * U - A#J1[) 



0. 0 2 6) 



4 0. 0 0 mL 



0. 1 0 g 



1, 



6. 0 0 g 



6. 0 0 g 



^ f - ;i/ # y •> p 4- > 



6. o o g 



XfT'J V® 



3. 0 0 g 
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J - h 3. 0 0 g 

2 -x^yl/^s^lf 6. 0 0 g 

X ? 9 7 > 6. 0 0 g 

i/ 3 M)»l|iXf^ 3. 0 0 g 

SHdl-a-M7iD-;l' 0. 3 0 g 

rt-fer-fy^M^A 1.5 0g 

xx hm~i- h U ^ A 0. 0 3 g 

/< 5 0. 3 0 g 



5 (* U - AjgpJM) 





0. 


1 


0 


g 


l, 1/>/'J3-;p 


6. 


0 


0 


g 




6. 


0 


0 


g 




6. 


0 


0 


g 


XfT'J >m 


3. 


0 


0 


g 


•t? $ J - Jl 


3. 


0 


0 


g 


2 -xryl/^ + lfygfc-fef-^ 


6. 


0 


0 


g 




6. 


0 


0 


g 




3. 


0 


0 


g 


ftgft dl-fl-f37io-;i/ 


0. 


3 


0 


g 




1. 


5 


0 


g 


ht-t Mi -) A 


0. 


0 


3 


g 




0. 


3 


0 


g 



*it is 7K £ to *.T l 0 0. 0 0 g tt s 
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4l*¥tttz c <ha<T?£ So £fcs 

mm. ^o^ft»fitt*«#-r* c £*<t*. t h 

><*5 - : 7 h lf-ttft)»ft*# 7 * 
tt& : ttttffll 3 So 

ifctfcffl 5 y - Afflffl) 
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10 2 0 (« • ^) s gifcfll 8 N it®®] 5 ^^^SlJCDgp&{C# 

ftmm® : 4 ilea 
® affi 

(D 3*4t 

t Ltzo 

fptf^llco^T^ 8 «fc *9 > 

3 fi!K^i**Otttt 
1 i^CKottl 

£ Its 



